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;/7i/^7) -7-7 h=¥v— 6 y >-^/l^#=3rf-5: K^ii^^"T^t4 
(#ijx.k£s DMSO, v>7 ?vW 5 *V P v>>\ 1-7 ^VV- 2 - fc°t=z 

y /K ^vK f^"T 77°a fcT/K 7^7 — /K ^^7 — /K n -7n^y 
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— /k 4 y^v</—/i'ju-±^thh(DWti&m £*3>o< v) turn 

&±) -tfo^Wtikgh (B) Sr®ijti-5^i:^-C#5o »3> o < 9 £: 

[0 0 19] J: 9 MZ-tS, 4- (3-^nt2-4- (v^ n^n t° 

=¥f" 5 V^m^Mt^ (DM S OXte 1 - ^ ^-/V— 2 - t°tz y vV >0 & 4 — ( 

3- ^nn-4- (v^ n tVl^T ^ J ^J/U^^/U) T ^ / ~7 ^ / — 7 
h*cTy- 6—*rS V >jJ/l>rf*"9-$ Kfcfcf LT4 — 5i%m&%Mx.ti&, 8 

o°csx±~vMmwtWT. mmts^z* r©»6 5 — 8 5 o c\^.xmmmwT, 

4- (3-^nn- 4- (i/^ n 7n t>T 5 7 ^^t^/H 75/7i/^ 
) - 7 h 6 -=¥7 y Vj&^tJ?^^ KCTLt 10 — 2 O^^ft^^F 

[0020] ^ yt. Br^ft^jSK t ?fm±Mm<Dmmz 4- (3-^^p-4- 

(^^p7at>7^y*/^=^) 7^7x/^7) ~7 b^rV- 6 - 
y lofr/Utf^ri^ K©^MIi (A) ^DWLtt)^!! (B) £rM 

[0021] ££>^ s 1- (2-^nD-4-tKo^>7x^) — 3 — v> 
$ n^u \f;V^7^T t 7 — * h^f— 4 — # u a —^7 y V- 6 — ^/VtI^SMJ- 5: 

o#^T^ ^r«S?itt* (fcl&tf. dmso s ^f/W^yj^yv, i-y 

^vP— 2 - fcTn y iV >- s JV, JV—i??*- ^sUTfr/UAT 5: Ks AT, TV — y> ^-^T 
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(^Iitf3 0^±) LTfc»| (B) 

[0 0 2 2] £>9g£»-te, 1 - (2-* o n-4-fc Kb^>7s 

— K (1— (2-^cn-4-t Ko^7x^) — 3— v-^n 

^otVu^WTf^Ltiat^i) Xt«7 V t?J» t h^->-K (1- (2- 
^ a n — 4 — fc Kn^rv'7x^) - 3 — n^n k>7V7tMt"T 1 
£A_k) ©il^fet 1 - (2-^nn-4-t Kn^7i=;V) 
at>7^7tMLT5~l 0§ti<DDMS O^S?ai'Tll0ifcf ^ 5 5 — 7 
5 °C^0m*^Ts 2 0 H#[iBSJUhSJ& £ itrSo £ ©SJCSttJd 6 0 — 6 5 °C7?7JnS 
Jt^Ts 1— (2-7PP-4-t ^^^^7x^/1/) — 3 — ay" a Mtvty 
XsT \ZLM LT15 in^MCD^fmkmm: ( 3 3 %Tir h WJO & 2 B#FflJ^_h/5^tT 

4 0°CiPiTtT3B||&[±i#U #^0% (B) £r#3~i: 

[0 0 2 3] ^0/1df^§|M^^»(^!£^<D^, #MIp. tt!g'J> f«> & 

mm,, ^m.(Dmw-£¥\cx.'ow£%>i£, s^j&ai B^fo? loo^g-iog-e 
[0024] fcmm^m%mm<D&^mnmzmfc£ti-r, ii^nv^tts 

[0025] r^b^Hb^f^ai^v^bn^W^J, &rgm mmffl, 
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[0026] rtib^atiiiid wMfafo i^j&y 

y ir v A ifk £*Ht7kS! OM^ ^y^y.^yyyy. Ull^ 7 7 ^ y & if) % 
=c ;* TV^fe (5 9 y ^ ^ Kf vvK 5: U ^ ^- ^gfc>f V^n fc:Vk& if) N 

5 >-mm, ^ynyft, #®?gtt£'J (^y^-y^yyJi^^;*7VK y/vtr 

* yiiix7f/K y* y y yMi^^r/^s *° y t^vxfvyy^if^ 

yj3gj$@£^^7VK ^y ^-=3r-y^^-i>y®!'fhiT>^ uffis *l ^-^-y^^yy^y 

^-dr tVy^P 5/ y = *K y & if) N TK^tti^^^ ( t Kn^^xf^-fe 

/^yryy/^, ^/^^-ytf^/^y „ #y ifw^'y =»— 

10 /l/, tf?y tf^/m°n y Ky ^f/l/t;i/n-^^^), 7^^^ (^y/ — /K 

^ y^n^; — /l^iO, /V (y'yiryy, y°n t 9 y =1— /K 

^PkVy^DnwK y;Hf A-ftifK It (yvi/=i— y-aif&if), 
fteft&EMfc (£S7ky-y^ ^HT^^^v^y^, y-y^T/^-yA 

ft if) s*t*bk& if^^^btbSc p HfM(7)fc^^f»«(M^ >9 A,S£ft if) % 

15 M»<z)T /yft y ( 19 h y y a & if) N Mlitt (zkgHt;-^ h y y a 
ftifk WW (fttiKi, y^y^ MfcftifK wwor^y^w (y 
^ygfT- h y y^. ?L^y- h y y^^c-if), ^WMM (T/i'^y. x^y-^7 

20 C^»!|] 

[0027] £*t^s M,w-^m^-h^x^mm^-t^. ^.mmn^n^m 

[0 0 2 8] (iHitM 1 ) 1- (2-^PP-4-t:KP j rv'7x^) - 
3 p7°p b°/l^y \yT(OW-M. 

25 [0 0 2 9] a) y^~/W N— (2-^PP-4-t Fp^7x-/1/) # 
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HO 




[0 0 3 0] 4-75 J — 3— ^nn^^y— /K23. 7 g) & JV, N—-J^=f-}V 
*;^75 K(l00mL)}«U 7K7£Tt°y ^^23. 4mL)£;!jn?L7cfiL 20°CJ^T 
T*# vi ci^7zc^/V(23. 2mL)Sr?lTUfc 0 ^i&fcT 30 #BBJfc#<E>8K 7K (400 
mL), g£$^^Vl' (300mL) s 6N-HC1 (48 mL) &MtlWLW(D^ ^HS £:5>$t Lfc 0 
^T^IS^ 10%^^7K (200 raL)l?2 fUf/fcttOfJL *»-^^v"7 U7c 0 

5 - £ £ Q fIfB^#) 46 g &mfc t LT#fc 0 
[0 0 3 1] 1 H-NMR (CDC1 3 ) : 5. 12 (lh, br s) , 6. 75 (1H, dd, J=9. 2, 2. 8 Hz), 
6.92 (1H, d, J=2. 8 Hz), 7.18-7.28 (4H, m), 7.37-7.43 (2H, m) , 7.94 (1H, br 
s). 

[0 0 3 2] b) 1— (2-^no-4-t Kp^^x-;!/) - 3 —Z/? u 
?' H H 



[0 0 3 3] 7x^/1/ AT— (2-^PD-4-t Kcdri/7x^) 
^ — h TV, iV- v 5 ^ fMM7 5 F (100 mL) U ?K7£T>^ o ^ n 

\£>V7%^ (22. 7mL)^r^PX- N M-KlT «3f# bfc D 7K (400 mL) s 
(300 mL). 6N-HC1 (55 m L)^Diti#©i, £r#llt bfc 0 «IJl£rlO% 

(200 mL) 2 ^ V * A ^ftjft L 7t Q gftSRSrttffi LT 

#btt§^y xa b b b ^^7^ y^Mi u tita-fk^ 22. 8 g £r#fc (4 -T 

^;-3-^pa7x; — /l^ b (D$5L^ 77%) „ 

[0 0 3 4] l H-NMR (CDC1 3 ) : 0. 72-0. 77 (2H, m) , 0. 87-0. 95 (2H, m) , 2. 60-2. 65 
(1H, m), 4.89 (1H, br s) , 5.60 (1H, br s), 6.71 (1H, dd, J=8. 8, 2.8 Hz), 6.88 
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(1H, d, J=2. 8 Hz), 7.24-7.30 (1H, br s) , 7.90 (1H, d, J=8. 8 H) . 



[0 0 3 5] 



(wmm 2 ) 



[0 0 3 6] a) 4- [(2, 2—^^-4, Cl, 3] ^ 




[0 0 3 7] 4-75/-2-^f ^r^y yV y ^ 7^ y F zc^jv^^'f 
;V (CAS NO. 14814-06-3) (3. 00 g ) £r 2 — /o^V — As (15mL) KMffl 
K7Ag|(2.44g: 1. 1 #*)25.tK^/l^ (7. 5raL) 5°C^T1B# 

Ufc 0 #f ffl LfctfclK&illX b s MTBE (methyl-tert-butylether) 
SHfB<ffc'S'*b 4. 92 g £r#fc (HX^ 81%) „ 

[0 0 3 8] l H-NMR (DMS0-d 6 ) : 1.26 (3H, t, J=7. 0 Hz), 1.60 (6H, s), 3.85 
(3H, s), 4.20 (2H, q, J=7. 0 Hz), 7.15 (1H, br d, J=8. 4 Hz), 7.38 (1H, s), 
7.69 (1H, d, J=8. 4 Hz), 8.63 (1H, s) . 

[0 0 3 9] b) 7-n^>-4-^y-l, 4-^tKn^/'jy-6 




[0 0 4 0] 4- [(2, 2-^^^/l^-4, [ 1 , 3]^^r 

f-V— 5 — !)f>^f^)-7 5 7 ]- 2-y f^y^yy^ y^Tl^y K ^ 
^-/i/^^^/l/ (3. 55 g) Sr^^iJ— A (Dawtherm) (10. 7 mL) (c:^^ L 200°C^>^--r 
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/w*;MnT50#ra>&n3RL;fc:„ MJ-$C§^. MTBE (10 mL) SriDfcJfcKSritEtU 
SSBE<fe*i<o««IB^4* 1. 59 g £#fc (H» 63%) „ 

[0 04 1] l H-NMR (DMSO-d 6 ) : 1.29 (3H, t, J=7. 2 Hz), 3.87 (3H, s), 4.25 
(2H, q, J=7. 2 Hz), 5.79 (1H, d, J=7. 4 Hz) , 7.01 (1H, s), 7.84 (1H, d, J=7. 4 
5 Hz), 8.38 (1H, s), 11.77 (1H, br s). 

[0 04 2] c) 7—* h^r^-4-^-^y- 1, 4 — i^t Kn $c / V Is— 6 




H 



[0 0 4 3] 7 — y b^v'— 4-^-^y- 1 , 4-i?t 
10 /J^^v'D v^T-yy K ^^W^^tV^ (120mg) ^rrc^y— (i mL) 

JtfU 25% *lfcfl^ h U # A*t&ffi (0.2 mL) 6 5tl:tl B^WBt^b 

fc 0 6N HC1 (0.5 mL)«rJta*L N ^ L/ttfcK«r*5i U Tk^fc bi^BEftflH- § ^ £ 

[0 0 4 4] 1 H-NMR (DMS0-d 6 ) : 4.87 (3H, s), 6.14 (1H, d, J=7. 4 Hz), 7.04 
15 (1H, s), 7.98 (1H, d, J=6. 0 Hz), 8.40 (1H, s) . 

[0 0 4 5] d) 7 4 n v—^S V l/— 6 — tf/l'tff^M?- 5 K 



O CI 




[0046] 7-y h^-y- 1 , 4-v^t Kn^/y>-6-^ 

/V^Py^TVj'K (2. Og) K^it^f-^r^/V (10 mL) k'J>A<DN, JST—i? 

H)it#LTs 7 -y b 4 - ^ a n - ^ y y V- 6 — jj/l'tf^A'? n D K 

(2. 7g) Sr»fc„ 
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[0 04 7] #:V^T\ #btLfc7 Y^r-y—A,—? n n — ^/ U ^- 6 — * 
/V/^yl^ a U K (2.7g) ^rfn (150 mL) fc:*g#?U 0°C^£ 

£PLfc 0 r r \r. 3 0%T^^— T?K (5 mL) &HH%.^ SfflT? 3 0 ftfELWfr Ufc Q 

U TO^hP ^^-eftiftWfb^SaElgjftU llfBft^ (1.35g) £r#fc 0 
[0 0 4 8] ^-NMR (DMSO-d 6 ) : 4.03 (3H, s) , 7.56-7.66 (2H, m), 7.79 (1H, 

brs), 7.88 (1H, brs) , 8.46-8.49 (1H, m) , 8.78-8.82 (1H, m). 
[0 0 4 9] (W&ffl 3 ) 4- (3— ifrgg — 4— (v^ g T°P tf/t^T 5 / 



[0 0 5 0] DM SO (20 mL) ^ 7 — ^ f^^-4-7na-^y p ^—6 
— ^77V-#^ri^5: K (0.983g) N 1— (2-^Pd-4-t Kn^7*=^) — 
3-^a7"ntV^I/7 (1. 13g) *5 «fc tfl^KHr V ? (2.71g) 2r#H*i, 7 
0ttT2 3B#r»M#bfc 0 SJ»£^?I.^ML7cfJU 7K (50 mL) 
£. CfcHtefritSti-S r i: -eilffljb^ 1. 56 g £#fc (W 88%) „ 

[0 0 5 1] ^-NMR (d 6 -DMS0) : 0.41 (2H, m), 0.66 (2H, m) , 2.56 (1H, m), 
4.01 (3H, s), 6.51 (1H, d, J=5. 6 Hz), 7.18 (1H, d, J=2. 8 Hz) , 7. 23 (1H, dd, 
J=2.8, 8.8 Hz), 7.48 (1H, d, J=2. 8 Hz) , 7.50 (1H, s) , 7.72 (1H, s), 7.84 (1H, 
s), 7.97 (1H, s), 8.25 (1H, d, J=8. 8 Hz) , 8.64 (1H, s), 8.65 (1H, d, J=5. 6 
Hz). 

[0 0 5 2] (MMM 1 a ) 4- (3-^pp-4- (j/?u^u UVUT ^ 
y jj/U7$~;U) 7^/7x/^i/) -7-^ h^rv-- 6 -=^7 !J y^7;^>f ^ 



CI 



H 



H 
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V&fflfc& (A) (DWlt 

[0 0 5 3] tf, 1 Wfc<Oj5fe t mM<Djjmz. <fc X) 1 - ( 2 - ^ n n 

K£r#fc 0 

[0 0 5 4] #clz: % 1— (2-^nn-4-fc Kn^i/7x-;V) - 3 
n/pfe°M?V7 (114. 9 g) N 7-^f^^-4-^nn-^;!)y-6- 
*^*>t? K (8 0. Og) XV^y^At-^f^K (56. 9g) ©II 
^CDMSO (8 0 0mL) ^S^TAPX-fcilK 5 5^X2 0^ £b 
H6 0t(CX4 Hf KSPI^M# b/c r (DRJfcmz. 6 0 °C-e^t#Ts 3 3 % ( v / 
v) T-feh^zK (l6 5mL) ^rl^-eSAbfc 0 £b^3 3% (v/v) Tir 
h^TK (1 0 3 5mL) % 7 #a>ttT?BT U ^SfWttl$^fc^ N 4 0°CtX 
1 9 HtF^M # U ^^r^^bfCo #btbfc^ B %^3 3% (v/v) T*fc h ^7k 

%.x?T^ h>-^m^ mmk, (^m^ (a)) m. 9 g ^ 

[0 0 5 5] (H«!j lb, 1 c RXfi 1 d ) 

1 a t mffi&Jj&fc £ 4 - (3-^o-4- (v^ n fcVl^T ^ 

(A) £#fc 0 

[0 0 5 6] (^fe^ij 2 a ) 4- (3-^pp-4- (i/^P7°nfc>7$ 

7^/7x/^) - 7 — ^ h'frv' — 6 -^r7 V >^A^^j^ 
Y^WfiH^k (B) Oil 



[0057] ■^•r, m^Mimmco^mtm^fD^m^^^ 1- (2-^nn 

-4-tKn^7x^) -3-^P7°Pt>7V7^ MitM 2 tfB«S 
K&#fc„ 
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[0 0 5 8] 1— (2-^cn-4-t Kndrv'7x^) — 3— 

uy"x2 1/7 (11. 4 9 g) N 7 — y h=3rv'— 4— ynn-^/ J7 I/— 6 — 

^//V/f^f? F (8. OOg) k#D Vl* t-^b^^K (5. 6 9g) 
ItDMSO (80mL) Sr^fifcTJUjtfcgL 6 0°CtT2 5 l#WiI#t 
N ^^j£*»4^frLfc 0 ;©^W-o^6 0°C-C}f#T, 3 3% (v/v 
) Ti?I>>"7k (10mL) Sr 3 Hl^ittlT b> fi^£r#f £ti $Wc 0 SfefclS 
3% (v/v) Ti? h ^7k (2 OmL) Sr 1 , ffl^tttlT bfc^, 4 0°CtT 
5B#P«#U ^«r5Kbfc„ #e>tlfe^3 3% (v/v) T-feh>-7K^ 
tfTir b >-c*fe*§K ^#ft. &feSfci^i (B)) 3. 2 2gSr#fc 



[0 0 5 9] (H^J 2b, 2 c Rtf 2 d ) 

vmmMi (b) ^r#fc 0 

[0060] (^ife^j 3 ) 4- (^p^pw-;; 



#^ H B H (b) (omm 

[0 0 6 1] tf, _hlE$^M3 ir^tRo^jfetciJ; 9, 4- (3-ynn-4 

[0 0 6 2] #ar N ^bfrhti4- (3-^on-4- (^n7n^757 

(42. 7g) 5r 1 , 3 - v 5 ^ ^VV- 2-^^7y^/y (425mL) tota*^ 84°C^ 
Ti&flPLfcgL fcT/P (lOOOmL) Sr 20 &i>*tfXUa%.ita S0°C\ZX 30 

^Mfc^U Sbl-^fifcT 6 B#Pm^#ft> l^ii^51ts #^.H (B) 41. lg 
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[0 0 6 3] (MMM 4 ) &ffifc& (A) frb^MMSl (B) C^M^&. 
[0 0 6 4] DMSO (1. 7mL) t 33%(v/v) Ti? h ^tK (0.17, 0.34, 0. 51 X 
fi 0. 85mL) ©M^M^ 4- (3-^PP-4- ( */9 P ~?Ti t°/UT ^ J #^50? 

~/i>) 75/71;^) - 7-y h^^- 6 -=3r/ y iOfc/M?**-?-^ Y&Wfc 

dl (A) 300mg ttl;^ 60°C^T 3 B#^^nf«# b7c D :©^4- ( 3 o 
n — 4 — (V* P7°n tW7 5: SX/Utf—jU) 75/71/^) — 7— 

[0 0 6 5] ^<D|«$££:^>iiU 4- (3-^nn-4- (^n^nfcT/i^ 

IT 5 K 184~266mg £rII|i&Ufc 0 ^©jjgift^&MiLfc: t £. Vvf *L<£>*§-g*t># 
Jf^tUr (B) ^|s#^fg*btbfc 0 

[0 0 6 6] jfc*3, ^W^n (A) 3 0 Omg^rDMSO (1. 7mL) 
#F U 3 3 %T-fe h >-7k^Px.-f ^ 6 0 °C^T 3 BtfMfMW 2 LfcS&^jCte. ^ 

(a) nm&mm ufc 

[0 0 6 7] (fcb$£M 1 ) (B) ^b#^a (A) ^<D-^^m 

[0 0 6 8] DMSO (1. 7mL) t 33%(v/v) Ti? b (0.17, 0.34, 0. 51 X 

« 0. 85raL) 4- (S-?uu-4- (v^ n tVl^T ^ 7 

=/l>) 7^/7x;^) - 7 - ^ f^rv'- 6 -^r7 U y^/V*>f ^ 
ig (B) 300mg ^rAB^, 60°C^T 3 Bf L7c 0 r©i#4- (3-^n 

n — 4— (^7 P7°o t°^7 5 7 75 7 7x7^) -7-7 h^r 

[0 0 6 9] ^O^M^iiiU 4- (3-^pp-4- (v"^ o Z^n trVl^ 
7^;*/V#= /l>) 7U7j/^7) -7-7 b^r^-6-^7 !) 
f^K 141~256mg £rH|l|X bfc„ ^©ISi?f^If*tfc ^T^fi^e (B) 

(D^^-Cfe^^ ^©^"e(i#^IS^a (B) frh&WlfeBi (A) ^^MWb&V^ 
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[0 0 7 0] fc*3 N &m&& (B) 3 0 0mg£DMSO (1. 7mL) 
#U 3 3 %T-fe b ^7K^r^x.-f ^ 6 0°C^T 3 ^F^P^Ittfct-a-^tt. ^ 
Tf^fH (B) f±StS«#Ufe„ 

[0071] m^xmmmwm 

4£JEXj& : C u K aH: 

^mff : 4 O k V 
JPtt^fg : 2 O mA 

tfw- K : 3 0 

: 28 

jfeS*£ffl : 2 0 = 5 — 30° 

P^h: 1° 
mSL^y s> b : 1° 

Pyf : 0. 15 mm 
[0 0 7 2] MMM 1 a ~ 1 c 2 a ~ 2 c T?#btbfe3ltift©t&*Xj»iajf 

/N7-y^0l~6|:^U 0fT^ (2 0) <Z)fc°— ^&t>*3«£* l~6 

fc„ ^fc N #2U60!l©|E]#f£ (2 0) ^o— KS.t5*tf— ^Osp*&«[«r* 

7 fefc 0 
[0 0 7 3] 
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r-' o co co io oi <9 t- co iri co c^V © 

r- o cm "«T ajr^t-^^ttcjcoco-jiocop; 
c» oocoh-© uoa»cocor^to^cM^o<oco-M- 




*— WOrth- t-mcocoh-T-iooicor^t-ino) 
•* — cm cm cm coco^i**<r"TU">io<o'ocr> 
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[0 0 8 7] 

OS 1 3) 



I— 

c>* 



fi£5 SO O C\3 £^ 



©SDlSjt- *~ C3> €o ^ 



o 



OM^asoj^-^F worn w f^O^inWr-h-h. 
cocMcor^cocor-*— ra©^w©h» u>oJr- 

SO CO £0 CO CO CO CM CM ■* — i— i — r— r- ■»— 



t- cm cm cm co co ^ ^ ^ u> in cp co co r*. r-- 



oj co co 05 cm r*-w^Qi-r*p-if> -*rco ^ .: m 
O od csj oj tt c0^^5>t-o*1-cm-»— ^rcocoo^*— 

ri w t-* o O «<f d in ^ ed d ai a> co cb co lo 
loioioioio ^ irxott) m cm ■»— -r— co cm co co «<a* 



E 

^ a 



^ off 



<M CD O i- CO <V V fl> ^ C9 t~ V t- O « « O <t 

<33 co to to id o P5 O) r« to io to cm ^- rorvoj in 

CO CO CO COO CO CO CM ■« — t— ■■— ■»— »— 



co t"** *— in o> co r*-..rr |p o> g r> m a> co r^* i— u*> p> 



v— ^ cm cm co co co 



«f io io io <D <o r> r-* 



or^r-oo co m co *- r- o.o m 

cm (o^-o Snpji- co o in *r »r-^tf>o^- 
<dVK-«^ to co t— • t— o co co cm co o> co a> cm o co 



^'pj'o'^qj in □> co c\i a? cm co h*» o> to d£ iri 
rt in co r-cj m- a> r- cm coiocococDO>*-*eor*-Ln 
0>cor*r-<D in o co o oo r- io co cm — a> co co in 

CO CO CO CO CO cOCOCMt— i-^t-t— y— -r-"»— 



CMCoo"*a>cMa>oircocM«>onr co cm ca o co 
1— i— i— cMcMcococo^cr-^uommcocof^i^r^ 



o 



4> 



r*- CM CM CO 
co co i— in 

i — o> co o m 

CO CO ^d* 1Q o 
lOIOIDW^ 



a> ai co cm in co co *r in 
C4 O t w Q CO 

Ln in o co o cm co 

idcor^cMO^cMOO co cm ^Vc»5 
^cMin<ocoin-^-cocM>-^r<o««r^'*' 



cp «i— O 
(3 O co w co 

OQ» CO CO ^» 



^ £ 



O 



in o co © co cD^in^o»o>ct>t^-co , voai«cr 
O ^ to cc* w^o^-Vait^cororowdiD^^ 

■dT^OCX^ <OcOC005^^0>CMO>05'«i-V>CMO>rr 

o> co co r-» co in^-cocj>cor--to , «rcM-»— q> as r-» in ^a- 

CO CO CO CO CO CO CO CM •» — ■»— i — t — ■» — ■*—■»—»— 



*— — cMcMCMcoco^r^^rir^mcocDcDr^p*- 
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[0 0 8 8] 



(S14) 



(A) i&m. (cm" 1 ) 


§W£H (B) (cm" 1 ) 


mmm 1 a 


mmm 1 b 


mmm 1 c 




2a 


mmm 2b 


2c 




3451. 96 


3452. 92 


3451. 96 


3452. 28 


1558. 20 


1557. 24 


1557.24 


1557. 56 


1712. 48 


1711.51 


1712. 48 


1712. 16 


1464. 67 


1464. 67 


1463. 71 


1464. 35 



[0089] (&mg& (a) (omm^mm 

MMM 1 a td*3V>T^ ^^^COHfr^"C\ 4- (3-^nn-4- (^o/n 
WU^^/l') T5/7x/^) - 7 — ^ h$ri/- 6 -^7 U 

[0 0 9 0] H»J 1 a ^\ 5 5 °C^T 2 0 B# RS N $&t60°CtT4 B#P» 

#tbfc D — ^ N ^»H1 a-C#b^fc^?f^ H B H (A) ^iftt©fy^i:L 
THPLC('ftUfc 0 

[0 0 9 1 ] H P L C <7)^fttt^T©I f Xfe 5o 
tlyK : ODS^7^ (K^k^^^l^li^ Mightysil RP-18 
G P ; 4 . 6 mm N # y Aft 15 0 mm. ^T"^ 3jum) 
* 7 Afig : 4 0°C (*?At^^^«ffl) 

H 2 0 : CH 3 CN : HC 1 O 4 * = 9 90 : 1 0 : 1 ( v / v / v ) 
B $C H 2 O:CH 3 CN:HClO 4 *=100: 900:1 ( v / v / v ) 
(* : 7 0%7KS^) 
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mi 5) 



mm (#o 


bbm (%) 


0 


5 


3 


2 0 


1 5 


2 0 


3 0 

. , _ 1 


10 0 



rjfciS : 1 . OmL/^ 

tfctU : m^MU%m\- (« : 2 5 2 nm) 
5 [0 092] 4— (3— ^nn — 4- (v^ n fcVi^T 5 / ^J/U^^/U) T 

6 fc^-f- 0 
[0 0 9 3] 
10 (il6) 





p 


Q 


R 




1.26 


3. 65 


92.4 




0. 49 




97. 6 



[0 0 9 4]' ft 38, * 1 6&TJ*1 7 <K p(47 >^'>-4-^ n n-dp/ 
y ^— 6 — ^//V-^^ihS; K^, QJ3 1 — (2-ynn-4— t Kn^r^i^) 
— 3 — -S/^ d^n tf/PlJ? VT^ R«:4 — (3—^ no — 4— (^P^ntVl/ 

[0095] 4- (3-^pp-4- (^^n7nk>7 5y*M^;l/) T 

5; y ^^/^v) - 7 -y h*?/- 6 y v^/v/^f-s; m> Jteiftttsflr© 

l«« 9 2. 4 o fc#\ ^^J, (A) JC L,tz.m<Dmm-Z 97. 6 % £ ft 

20 i9 N «ia^S^</iofc„ 
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[0096] (b) (Dmmtkfcnwo 

[0 0 9 7 ] 2af 60°C('T25 B#Ftt§*yt# L7tRJS}g?£©— 

ZMV, ^K^^tm^^^^t LTHPLCtftbfCo — ^ s 2 a 

T*#fetbfc#^^ (B) ^ H e B^^f->^V^ LTHPLC[^Lt 0 ft*^ 
H P L C ±m^W^M* (A) (£>M^/£l» i: I^BlT?£> 5 0 

[0098] 4 — — 4— (^^0-70^7 5;*/^^) T 

ytm^k (b) — (Dwmitm^(D^>y^(D^A (^-^mm^m^) ^*i 

7 fc^-f- 0 
[0 0 9 9] 

(S17) 





p 


Q 


R 




0. 46 


3. 48 


92.2 




0. 05 




98. 1 



[0100] 4- (3-^nn-4- (i/^n/nW^/^^) T 
*fi£ I* 9 2. 2 %X*fo o fctf^ ( B ) Lfc^OM^fi 98. 1 % t ft- 

97. 6%i:^bTtf^<, mrnM* (b) (D^mmt^m^m (a) 

[oioi] (xv^- 9 — felc £ 6 
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gltllMIR-5 5 2 (HSO £rfflV^fc„ 
[0102] 
(*18) 





*o res= 


*S&S£ (RH) 


"X->/7" — At — 


A 


2 5°C 


7 5% 


N a C 1 t&fP 


B 


2 5°C 


9 3 % 


K N O 3 l&?P 



[0103] y&ixmmmmfetiL. sxT^m^w-^n-ot^ 

&mmW : l^tlttS^ttiR I NT 2 0 0 0 
■y-l/"7jV°fcf^&— : •tf s ?*ifrA'df*- 0mm) 
Z—fy f : Cu 

^-^.—y ? mf± : 4 0 k V 
^3. — :7*fit#fg : 2 0 0 mA 

^ y >7 b : D S 1/2° , RS 0. 3 mm, S S 1 / 2 ° 
^df^^^tr— K: 2° 
^T5/^/t^!)^:0. 0 2° 
^^i^l^i? : 5~4 0° 

[0 10 4] Jxfc, zK#*<B«l5£ /^7^ ft) «s J^T©gIR 

: «7K^i'J^SBC A - 0 6 (Hlft^) 
: 7^ ^— 7KfP^NF (Mallinckrodt) 



40 



WO 2004/101526 



PCT/JP2004/005788 



[0105] mmn 1 a rxi 2 a t# £> twc^i, ^*t-r 5 mm^ww^ & 

^tti^ftM 1 9 RTf 2 0 $>tz 0 
[0 10 6] 
(S19) 















1.0 


AJB 


A 




1.0 


Al& 


B 




1.2 


AM 



[0107] 

(*2 0) 



2fe# 












0.5 


BJ& 


A 




0.5 


bM 


B 




0.5 


BM 



[0 10 8] mi 9RXI2 0\^Lf^ffimfrhmbfrt££ 5 fc. HlMl d& 
[0 10 9] n^7^felcJ:5RfiffiWW 

i^fi *. Integrated microbalance system MB 300W (VTI |i) 
SUE : 2 5°C 

HMfiS X y -f : 5 fl> 9 5 $ t? 5 
Sp#K2p : 0 . 0 0 5 0 ( 5 ^) 

[Olio] HJ601I1 dW2 dTr#btLfc|^H H B^^^^ n^7^feia5 
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«t 5 fcs *B*HB£ 5-95 %^|SIS-C\ #^b b b (A) » 1 %©It 
^ffc^U ^W&ih (B) tel. 5%<£>£S^fc£r;^bT*5«3 N V^^©#?F£ 

# 9 a age a* 3 5 °c t 5 ^fr^^^sfe^^fe t mm^mz x v> 
f?ofc 0 fcfcu (HPLciassj® f^> ^c-ef^bfc^^ 

m^m (%) = {(»w^<^t°-^Ma) x mm^<Dww& w&m&M (m 

g))} x i o 0/ {(«3p»$S©tr— *®») x (t^^ffm* :JBfc4Cto*» (m 

g))} 

[0112] 



(*2 1) 













c 


-20°C 






PU-1F* 1 


D 


25°C, 1000IX 






LT-1 20* 2 


E 


25°C, 1000lx 


ten's 


HI 


LT-1 20* 2 


F 


40°C, 75%RH 


flfeX^ 'J a.— tf> 


M 


LH21-13M* 2 


G 


60°C 




F=fl 


DN-61 * 3 



*1 : (<*) 
*2 : t*Vt-)'I>X (1*) 
*3 : -V? hf4^ ($0 
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[0113] mMm i a rtj 2 d -c# b titd&Mi fcttt % m ^^\k<Dmss^m 

[0114] 



(^2 2) 



^# 


















(%) 


(%) 








1.0 


2.71 




KM 


c 




1.0 


2. 66 


(100) 


KM 


D 




0.7 


2. 67 


103. 3 


KM 


E 




0.8 


2. 68 


104.3 


KM 


F 




1.2 


2. 65 


102.3 


KM 


G 




0.5 


2. 65 


104.4 


KM 



[0115] 



(i2 3) 







7R^A 


(%) 


(%) 








0.5 


1.53 




BM 


c 




0.4 


1.55 


(100) 


BM 


D 


awae 


0.3 


1.54 


101.8 


BM 


E 




0.3 


1.55 


100. 5 


BM 


F 




0.4 


1.54 


100.4 


BM 


G 




0.5 


1.53 


101.3 


BM 



[0 116] 3c 2 2 — 2 3 ^L-fclt^^bP^b^^eJ: 5 V^tl<Df&##: 
10 j^-^T^. &ffi$£Mi (A) Rt5 (B) ^(i^b^fg^ btL^^ofc a 

[0117] (^M4f») 

1 d RXf 2 d T?# bthfz.WMi<Dmffi& ( p H 3 ) &£lT<Djjmz XVW 

m ufc 0 mmm i d 2 d t?#e>^ytfe* ^ 3 m g w m. u ^tverL 1 0 m 

15 y V»JV^ p H 3 . 0 9 1. ^ 1=0. 3 ) £ 5 m L^Px.T, f*$H§ 

[0 118] m,WiW&T/l'S.mX*&AsX»mft^ v^— # — (MS-1, #1*1 
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10 



15 



20 



25 



St: 2 5 ~ 2 6 °C (MWt^<Z>MM) 

m& : 150 m/& 
mmmm : 3 5 mm 

[0119] mm^fD^-um-wm^y^^^— (0. 2/im, ty/v^/L 

CR 1 3-LG, 5; y tKT ($0) -e^iSU MlmLlrMLfc 1 
mLIEfltJCJIoT 1 OmLOMfiJlA^ tK ■ Tir b - M) ^ (1 : 1 (v/ 



[0 12 0] HP L C©^fr(i^T<Z)I i 9 Tfe5„ 
*7A: ODS*7^ (Bl^k^t^^^ttSi M i g h t y s i 1 
GP ; 1*3^1 4. 6miru *7^f 1 5 Omm^ Sjft-^IH 3 n m) 
#^Ai&^ : 3 5°C 



R P — 1 8 



A*f£ H 2 Q : CH 3 CN : HC 1 Q 4 



* 



B$& H 2 0 : CH 3 CN : HC 1 0 4 * 



990:10:1 ( v/ v/v) 
1 0 0:9 0 0:1 (v/v/v) 
(*:70 %7k$8«0 
B = 2 0%©7^y^7r-f 7^^H 
gfe^ : 1 . OmL/^ 

tfeffi : ISl^!ftlDl3teSW- (SES : 2 5 2 nm) 

[0121] HPLC ffl ©SRSPilHStt&T© «t 5 fcftMR bfc 0 2 d 

"C#&^fc^^l 0mg»i!3, tK • Ti? b= MJ/V ■ gf=@£T 
AIM (100:100:0. 1 N v/v/w) SrJ(Jx.TjElt(^ 1 0 OmLi 

U Z.ti&mmWM t bfc 0 g?gf 5 m L SroEifttt: t D s tK • T-fe h =■ b !> ^ ■ 
H^7^=!>AiiM (100:100:0. l s v/v/w) ^n^TIE 
|C25mLiU ^HP LCM©i?^i: Ufc„ ^^V^jgE? 
l£f3\ 7k • Tir Si/y^^^Afi^f (100:100:0. 1 N 
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[0122] mm&wiRxf&zm&ii'PLcfcxftffi&ft^, TOSiaij 

7x/dr^/) -7-^ h^ri/-6-^y P V% iV-ft*?^ 5 F©M (m g /m L) 
}M (mg/mL) = mmmW^(Dm^ m g/mL) X {(^5ICT©t"-^ 

MO x2/ («i2p^^e© tr— ^ mm ) 

[0123] mt&M 1 d #.1* 2 d T# £> nfc^^c^^ftt^©^^^^^ 

&m&& (a) m« (b) -era. pH3tfcit5^i^ii^iii 

[0 12 4] 

(f2 4) 





SIM 1 d 


■^ffiM 2 d 


3 B#fe1 


7.7 x 10" 2 


6.2 x 10" 2 




7. 1 x 10- 2 


5.4 x 1(T 2 



(m g /m L) 



[0125] 

(H2 5) 





mi&m-i d 


mM$l 2 d 


3 8#RU 


3. 123 


3.109 


5fl#F(D 


3. 107 


3. 106 



[0 12 6] £lT<Dl£Wiffi\ 1 ~4 ^*3V^T. 4- 4- (v^ n 

/n^T^y^/^^) 7 5/7a/^) -7-y 
tf/UaJ^lJ-^ K©c-Ki t ffPfiW^oV^fg^Tto 

[0127] 1 : SCF mWKDmj&MMfcMiT 
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[0128] c-Kit *i ■ €^^UXV^/h»^^^ H526 (ATCC «fc V) 

If A, CRL-5811) <DmMfctt1rZ)4- — 4- (^nyntWT^ 

y j7/h-7$=./u) r 5 y 7x7^^) — 7-7 b^^- 6 -^7 y v^/i^^m^ 

[0 12 9] 4 — (3-ynn — 4— ( ra :7n tVl>T 5 7 /V) T 

5 7 7x7^^) — 7-7 h^i/— 6-=3r7 y V^/^^ff-S; m®Bt#U ~ 3 

[0130] H526 li > 10% FCS (Cell Culture Technologies |± =£ 8f A) ^"a 
tp RPMI1640 jgift (HTKM^^ttM) Tf 5% C0 2 -f >^txl-<— (3 7 °C) 

TfJSaibfco H526JTO&PBS t3»U 0. 1% BSA (Sigma |±M) 3: 

^•tp RPMI1640 tfjfe (i^Ts BSA-RPMI 1640) T? 1. 0 x 10 5 cells/ml \ZMM U> £ 
tf^JSMM^tr 50^ 1<5o2U£96 ?x;V7°W-fCiiLT^ 5% C0 2 ^ V 3f ^ ^ 
— (3 7°C) -C— il&it*U/c 0 — Hj&it^fJL 200 ng/ml SCF (R&D |±®Q 
-^•tf BSA-RPMI 1640 50 /i 1 N S.'O^IR V-fcMW^W (4- (3-^nn — 4- (-> 
^n7nt>7^/*/^^) 7^7x7^7) —7-7 h^r-i/— 6-^7 
y ^^7 7i//i?=¥f-5 K) £r "a" t? BSA-RPMI 1640 100 m 1 5r»I Lfc c 

[0131] ^t^K^PHi^B £ V) 7 0 S Cell Counting Kit-8 (mi'-it 
<¥W$ZffiM) 20 ]il ^UpL, 5% C0 Z ^( l/*^-<—?— (3 7°C) X*m 2 B#P^i## 
bfc c ilJ^J&S 450 nm N 660 nm t? ^^WR^^-f V — 

h y —ff— MTP-32 (^n-7-m^±M) £rfflV^T$iJ;£LfCo ^^(DWl%&%: 

Wf*^('^t5^ WfctifoV.&WML-f^V a^ju<Dmy6^<Dtt:&$:&b, ZL<Dtt:<D{g. 
^blffllM5BSr 50 & (DK>&^t£^M® ! K.<DWi& (IC 50 ) ^T3}tfefc 0 

[0 13 2] ^(7)|*^: N 4- (3-7nn — 4- (^a7"P^7^*;V 
3)f^)7577x7^7)-7-7 h^rv— 6 -^7 y ^^7/^^ri^5: F<Z) IC 50 

6 9. 36 nM t> s SCF ^$M£;ft3£BJM^^f^ U c-Kit df^— if|3J.W7&t£ 
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SrWbTV^ £#x.£>ttfc 0 i§ 22 HI ^ Vtvv^ 5 ^ b y 

— v-^7^v J !>AIf^^^p275-277, 2P-320, 2002 \Z.WML(Dik&>%0 KRN633 <D IC 50 
301 nM"efc"9. 4- (3-^nn — 4- n T^n fcVl^T ^ J $>;Vi$~ ?V) 

T X 7 7x/^v') —7-^ h^iX— 6-^/ y >^7/^#^i?-3: K £ f£t£ b"C\ 

§§V^ttb^£ft^ofc 0 *7c, c-Kit 3^ HUmMt b-C^P 6)^X5 STI571 

CO IC 50 tt 190 nM "Cfco^io 
[0133] (M«J 2 : SCF JftJ* J: 5 c-Kit *r1~—* € JJ ^BMfcfc:*l"t-5JP£») 
[0134] c-Kit =3f ^|Sm/h*Bfla0*5#BJ!St* H526 « c-Kit 3^7 

-?co N SCF iWSfcJ-iS U Vtft 4 - (3-^nn — 4- O^n^ntf 

[0135] H526 (4, 10% FCS RPMI1640 i#±fe7* 5% C0 2 ^ ^^r^^<— ^ 

— ( 3 7 °C) bfc 0 H526 ffllf&& PBS "C 3 HJ$fc# U BSA-RPMI1640 
-e 5. 0X10 5 cells/ml fc?8$g U 1 ml <5o 24 h 
tfiLT, 5% C0 a W ^^cx^-^- (3 7°C) -C6^i§*bfc 0 6 Bf P^tf* 
ft. #^bfc|^^^K (4- (3-^ n a — 4- (^o^atr^T^/*/^ 

T5/7x/^) — 7-^ f^rv-— 6 — *rS V y^/^^X K) ^"a 
tp BSA-RPMI1640 1 ml &r»! b 5% C0 2 4 l/^^^—?— ( 3 7 °C) T? 1 R$RQ$ftl 
bfcft, 10/zg/ml SCF (R&D tfcS4) 10 A 1 ^S»UT, 5% C0 2 -Y ^^^-<— ^ 

— (3 7°C) TH^5^-rai##bfCo 5^P B 1i#*ft. PBS Trgfe^U SDS l^:/ 
/Ha— y#/*y ~7 /z 1 ^©DLT cell lysate f-^7°^^rfS^b, 
94°C • 10 ^FmimM;S^ ; fTofc#-20 0 C^^f*#b7c 0 

[0136] -^TCO^s cell lysate y zf ^ 20 /x 1 & 4-20% gradient 
polyacrylamide gel ^^b^^^&M) •^«^^cSl*rfT ofc c *fttf s 

PVDF membrane (Amersham pharmacia biotech %±W) \Z 3 H^ffiT? h 7 ^ T — 

b> F7y7>77-bfc^>-7>y^ 1 ^^tf^i: bT phospho-c-kit (Tyr719) 
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antibody (Cell Signaling %kM) , 2^^W-t\^X anti-rabbit IgG, HRP-linked 
antibody (Cell Signaling #M) ^ffl^TJ A / 7u y Y &ft ofc„ fls^UZs 
Super Signal (PIERCE #M) fc 0 
[0137] ^:<DffiMk, mi 5 \t7jk-tm <Q s SCF ^#3=TTf± c-Kit = 3 r^— if 

5 ray ^ife-fb^tLi* (— ^fe^i^— scf co^^ETT-^iS c-Kit 

— 7-^ h^v-— y >-^/^^rf-5: K (H 1 ^ r-ffc£»4fc l j 

tm-rj <DWMfc & v m&fc&&jfcftfffl £ fofeo c-Kit *-r—&m&fflkL~c*n 

t>frh% STI571 JJ >mfcBMffi&fe 4 - ( 3 in a — 4 - (i^ n "/p b>7 
$ K©^J 1/1 0 Trfc o fc 0 

[0138] (HM^il 3 : % — Y^r t> 7, ^^ffi Ufc H562 

[0139] H526 fi N 10% FCS £r^tf RPMI1640 iglftT? 5% C0 2 4 V=3r^-<— ^ 
— (3 7°C) TftUfco i#*^^tH]lRft. PBS -C 2 UTO^U PBS 7? 5.0X10 7 

■ 

15 cells/ml M^Ufc r. <D£ffljMI«^ 6 5!tfr<E>ftt Balb/c nu/nu mice (^-Y — 

;i/X!]/Mi<J:^A) 0«BI^T$P^ 0. 1 ml "e»bfc 0 ^ffim. HKSflMS 
tfSjft 150 mm 3 iC^ofc^^, IM^K (4- (3-^pp-4- (^P^ 

nt o ^7 5/*/^-^) 7$;7i;^rv') -7-^ b^v'-6-^y yyi7 

yv/^^f-^ K) ©K^Sr^fet, 1 0 2 HI, 14 0 ra^ni^&fro^ fcfctfc 
20 MteO. 1 ml/10 gf*fi(75^^i^^5 J: 51^ o.5^f;Hr^n-^ (fn»E 

[oi4o] s^rsT^^s i mmtz 2 mmmM^*^ v -vm^vr^ 

25 W&-m% 1 S£ 5 PE-e^To fc 0 

[0 14 1] tOi^^ HI 1 6 fc^-fii 19 > 4- (3-^nn— 4- (v^ n 
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-fu\f;VT^Jlo;V^^;V) 75y7x/^» — 7— t< h^rv-— 6— =¥7 V ^ 
^7/W#^i^-^ Kf*ffi*^#^^^— K^^^l^ttLfc H526 ffi0©if 5S§rWfi!iJ 
bfc 0 3c fc. c-Kit 3^ — ifPfi^Ji: VTftbtlZ STI571 160 mg/kg (Dl&5-\Z. 

[0142] (H«!l 4 : 2* — K*^ !7 ^ WW bfc H562 fll^l^^l(D c-Kit U ^ 

[0143] 5. 0X10 7 cells/ml <Dit^-fSS£ b/c H526 (7)|fflJ3»?« 0. 1 ml 
£ N 6l#^Jt Balb/c nu/nu mice <cf' J r'— fls* V s*— 1± «t <? SiA) (DfeBMBl 
T^i-^ttbfcft. Jffi0f£f.i^ 300~1000 mraMcl^o/tBt^-e^ ^^Vp 
a— (iS^iSi^P) (4- (3-^ an — 4- (ix^n^atf/l- 

7^/*/V^) 75;7x;^i/) — 7 — p« 6 -=3r7 V >-#/V#3r 

K) ^l¥^^f7T^^K©S-^Srfrofc 0 ^/±JbfcJB0^ cell lysate 
buffer (50 mM HEPES (pH7. 4), 150 mM NaCl, 10% gycerol, 1% Triton X-100, 1. 5 
mM MgCl 2 , 1 raM EDTA, 100 mM NaF, 1 mM PMSF, 10 p g/ral aprotinin, 50 p g/ml 
leupeptin, 1 p g/ral peptatin A, 1 mM Na 3 V0 4 , 25 mM £ -glycerophosphate, 
phophatase inhibitor cocktail II) ^AttT^^e X L7c 0 is'kbfcfH- 
_b?t^r^>-^^^*L.3XSDS fy^/l/O— TV y^«777-^AlLt cell 
lysate if ^TV^^o fc„ ^©ft. cell lysate f-^^^r 94°C • 10 ^fellMS 

[0144] tt 30 Aig^g^fZ) cell lysate IfV^Vl^ 

4-20% gradient polyacrylamide gel (M~it^MoaW^^±W ^MW^^ff 
ofc 0 faW)^ PVDF membrane (Amersham pharmacia biotech |±M) 3 B^lT? 

h^^^^r^-bfco Ui/^kc-Kit N c-Kit ;R.tJ* J3 T^^-^^r^*i-6/c^t s 
^tt^eit. phospho-c-kit (Tyr719) antibody (Cell Signaling %L®Q > trC c-Kit 
tfiPf (Cell Signaling 3±®i0 RXftfi $ T ? ^ >tfLfa (Sigma J i±M) & l^fcW-b 

LTfi/\ anti-rabbit IgG, HRP-1 inked antibody (Cell Signaling |±M) £r 2 
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lk%LW-t LTfflV^A/^ns' hSrffo/c 0 * Is Super Signal 

(PIERCE "Trl§fe^^:fc 0 

[0 14 5] -^fZ^JP:, 117!^fJ:M^ 4- (3-^ on — 4- (v^ 
u^n \?;VT X / AO 7U7x/^) — 7 h ^v^— 6 V 

^ft/V^*^* K (®4b r-fb^feij i:gH-J 100 mg/kg 

JNftfcasttS y i/Hfc c-Kit <DftSr^/>$^:fc^ N C -Kit Rt;j3 7^f 
flS^-Hrft^ofc,, 4- (3-^pp-4- (^nypfcWT^^^/v) 

75 / 7 au/ dpi/) —7-^ h^fv-— 6 — dr/ U I^tf/M?^ 5 Kid 5 30, 100 
mg/kg ^gHb^M&^bfcWfc^U c-Kit =3r^— if WSM t b 

-CfcHkfrbS STI571 fi 160 mg/kg "Ct> ftJWKbfl^&ft #>ofc„ 

[0146] r©rt/J^s 4- — 4- (^^o^ntVUT^/ 

#/l>j<j?;=/iO 7U73:/^) — 7-/> b^ris— 6 -^r/ U ^/^^i^^ K 
J* c-Kit © in vivo X*<D !7 ^^b^^M'^'S t a^$tt N 4— (3— ^ a n — 

6 -=3f / y ^^/V#=3ri?-5: TO in vivo ^*5V^Tt> c-Kit *c1r— M<Df£&&$m 
[0 14 7] U±mm^fc.£ 5^ *3SWlz:J:H^ 4- (3-^un-4- 

y ^#/wi^-y-5 Kotf^M* i^m^ (a) ru^^* (b) ) mtj* 
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1. ^Xjg||Hl$f^*5V>Ts HUf^S (29+0. 2°) 15. 75° IE® 
tlf ^ <5 % 4 - (3-^nn-4 - (v-^ n tVt-X 5 J ;Vt$^;U) 
T % 7 7*. J -7-7 h^riX- 6-^7 U A'tf^l?- 5 K©#3^|gS 

(A) 0 

2. f^xmmm^^x, hh:, sif^s (29 + 0. 2° ) 9. 9 8° 
25. 1 1. oi° \<i\mifrt o —?&^ir%, m&m 1 mm<D^m^ (a) 0 

3. y £ Atftf^^Mi^^ ryWZl*5V-XxjftJ!i[3 4 5 2. 3 ± 2. 
5 cm^PlllX^ffS^ 4— (3-^un — 4 — (i/^p/PtVWT^y^/l/ 

(a) 0 

4 . If^ll lXtt2 fa«cO ^W^n t'feot, 

!J ? A^^^^iR^^ f/W-^V^T, $?ifc3 4 5 2. 3 ±2. 5 c 
m-McM^^rt-^K 4- (3-^on-4- (v'^ n^n t°;t/7 5 

ali (A) 0 

5. »1 7 1 2. 2±1. 0 cm^PlUX^ftS^ itf3X[4 
41E*c©#tT^i?b (A) D 

6. m^xmmm^^^x, m$tftm (20 + 0. 2 0 ) 21. 75 0 \z.m 

Jff ^ ^r#-i-5, 4 - (3-^nn-4- n \fjVT 5 7 #/V#~/V) 

7^/7x/^f^) -7-7 hdrv-- 6 -^r7 y ^^7/1/7^^-^5 Kc£>#^l£iii 

(B) 0 

7. f^Xl^t^-fe^T. 3E^ N [ElJjf^^ (2 9 ± 0. 2° ) 12. 4 3° 
St>'16. 5 6° ^m^t"— ^^r^-t-S, ft^il6fBtt(D#7T^H s 0 (B) D 

8 . Jlff^ y ^^CD^t^H^-^ }>/W-£5V^-C N j&f&l 5 5 7. 6 ± 1 . 
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0 cm-MORJR&W-t"^ 4- (3-^un-4- (^n^nt>7^^ 
TF^ffl (B) 0 

H<fc;# U <7 A^O:^^^^ h/W^V^T, i&tfcl 5 5 7. 6 ± 1 . Oc 
m-M^M^^Prf-^ 4- (3— (y'^n7°nt>7 5/*/^ 

ifi. (B) 0 

10. It, 111 4 6 4. 4 ± 1 . 0 c m" 1 ^B^I|X^Wi-SW^^g8X{i 
91B*(D#^ B B B (B) 0 

11. ft^il 1 ~ 5 OV^^^— 3S^ta*04- — 4- (V^ 

4- (3— ^nn — 4- (^^n/Df/vr^^/v^) T 3:7:7 ^/^r 

^r#m £ 1~ 5 M5t7J 

1 2 . ft^II 1~5 <£>V vftuS*— IItf2i4<D 4- (3-^BP-4- (v^7 
nyntVi^7 5/*^#-^) T3 7 7i/ - 7 — 7 h *riy— 6 — ^r7 V 

4- (3 — 7 n n — 4- 07 n :7o M°;VT $. 7 Z>;Vt$^ jv) T % J *? ^ J 3r 

I/) -7-7 Y^r-y- 6-*; V yiJ/^'^f 5 K^M"el)§f»ItI 

13. fitjRJgl — 5 <Z>V»T*13&»— II(-IB«4^4- (3-7nn-4- (^7 
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nynt>T^y*;^^) 7^7 7x;^» — 7 — y h ^v'- 6 — y 

p nr — 4 — t Kn^r^^x^^) — 3 — cry" a tf/l^ 1/T &\i£ls<£>#&T\ 
4 — ( 3 — y n n - 4 - ^ p / n tVl/T 5 / *^/^-^) 7577x/^v') 

ii~i 3<z^-fti.^— Jl^ta^^M^ifeo 

15. If5^1l6~l OCDV^Ttb^— iS^fBic0 4- (3-^pp-4- (V 

v-) -7-y b^y- 6 -^y y y^t^^f-^ F^MI^fe^ww^ 

16. If5fcll6~l O^V^-ftL^— rl(C|B*0 4- (3— ynn-4- 

y n-7°u tvi/T^ y ^77i^#^ /v) T^yy^/^-y) - 1 -y 6 -^-y 

4— ( 3 — y n n — 4 — y u n fcVl^T ^ y ^/^—/t-') 7^7x/^ 

~» - 7-y har^-6-^/!Jy*;^>t? K^&^^&3^l«$y^ff 

17. ff3^Jl6~l O^V^T^^^— *I^teic<7)4- (3_^ nn -4_ 
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75/7x/^^) - 7 — 7 h^"^~ 6 — ^r/ 

7—7 n n-^ry y — 6 -^A-tfc^l?- 5: K^TJ« 1 - (2—? 

n a — 4 - fc Kndriy^^ 3 -i/^ a/n tV^[7 t^T Sr^K<^#^Ts 

4 — (3— ^nn-4 - ^ n 7n t>7 5 7 7U7i/ ^vO 

-7-7 h^^- y ^^7/i/#=3f-i?-^ Kt^ttMI-efesfl^I^ 

II 1 5 — 1 7 (D^Ttl^— Tl(-fB«6<7)^^?i 0 

19. IS3^II6~ 1 0 (D\ ^M^—^\Z.t^M(D A — (3-^PP-4- 
^n7nt>7^/*;vto^ 7^/7xy^i/) - 7 -7 h ^r^~ 6 

©*X$||I]jFr^:3oV^-T\ iHlJJf^ (28±0. 2°) 15. 7 5° KHHtfrfcT— 
^^r^H - ^ 4- (3-^pp-4- (v^ V2y"u \f/UT 5 J #/VtF; — /V) 75 

20. mm&jtmih (a) » n t&^xitiii^&^Ts (2 

e±o. 2° ) 9. 9 8° Wll. oi° ^HJJJf y §r^r-f-s#?f^j,-Trfe 

2 1 . fi3£lf 6 ~ 1 0 (D^-Tfrlfa— 3SlC|B^<^ 4- (3-^pp-4- (v- 
^P7nt>7 5y*;^^) 7?;7x;^ri/) -7-7 
!)y*/^tnW^I (B) Sr843&i-*»i3£^-e*>oT N 

Hffc^y ^i^CD^^lR^^ h/W-#5V^T N jft$fc3 4 5 2. 3 ±2. 5 c 
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75;7x/^» - 7 -y h^rv^- 6 U KO#f^ 

x. 6 i t % mm t i" 5 »5t^fe 0 
2 2 . ff^I 19Xli2 0 IB«(DM3g^"^"e o T N 

3 4 5 2. 3 ±2. Scm^M^ftS^Wtfc^ri^tfitSl 

2 3. wm^W^n (A) f± s «Cl 7 12. 2 ± 1 . Ocm" 1 ^®; 

ltX^ft5^M H B Hl?fe5i ^^#m^-f-S|f^2 1X112 2fa«©^it^-& 0 

2 4 . t? & 5 x ^ y jVTfr^cZ/ H\ y ^ y* y* 

y ^/ >\ 1 -y T-JV— 2 - t°a y v 5 / ^ AT, N—i?s*- ^ K s A - , 

s^fe^i ^ &m$kt-tz>mi£mi 1-23 ©v^^^^— ii^ia*»M3t^ 0 

p t°/K ^/^/K ^yy — /K n— y°n^y— /K ^fy/p^v — /i^Xfi" 
fc5f*3^3Sl 3, 14. 1 7 3mi 8|S«<DM3t^fe 0 
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mMM„ 

3 1 . it i~io <7)v^-r ti^— m^wM(D^m^^M^ t -rsife 

io 34. w^ii i~io (D^-mfr— m^mM^j&^Mi&^Mfi-t-t&m 

3 7 . it*]® i~io ©vv-r m^mm^w^Mi^^M^t-r^r 

3 8 . i~io ^v^ti.^— iI^fafto^^B^o^s^^-sti*^ 

20 39. ^m^um^m^^^BKM^^w - i^mM(Dm^(Df^(D 

If 1 — 10 tf^-f *B^f3S©#^l£^©i£Jlo 

4 0. If^rll — l 0<zn^;?X7^— mzm^(D&3&%%Mi : k : &$AJ$.ftkT% c 

-Kit =3f^-— ^is^^ijo 
25 c — k i t *-r—& &wmmjttz>, ^fcf«^Mc - k i t ^-r—^^mrf- 
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4 2. c-Ki t=¥i if ^rilPJBia-^^s *fcl^Mc-Ki t^rt- 

n&mjLi-&lm&, ^fe#Mtt6MI> KittttfiMs /h«Iff5^ N g i s 

4 1 f2*<D£tS£iJ 0 

4 3. c-Ki t dr*J— if ^iifWllrf^ lfc(i|Mc-Ki t ^-j-— 
if Wlt5i^\ ^t4#Mtt^lf[L^, /hMW^fcteG I ST-Cfe^ft>RlI 
4 1 ffi«0$iiS^iJ 0 

44. m^b^^fcfcSbfc^M^c -K i t 3c~T— if ^riiiPJ^mi-S. * 

fc^^M c - k i t — if wt5 - £ ^r?tmbfc^^s4--r§ - 1 

mtir s\ ft^il 4 i fa*©$rL=)S^J 0 

4 6 . If &m 1~10 OV^-fn^— 3S^fa«i(D^^ B l<D^ffi^_hW^fi^. 
c-Ki t ^ri-— if^riifiJ^m-r^, ^fcf«M^c-Ki t if tt^mfr 

4 7. c-Ki t ^SriaSU^S^i-Ss ffc(«Sc-Ki 

if SrlSit5g^ N IEi»M4eifiL^s /J>«#U;ffi s G I S 

4 6 ffiio^^ifeo 

4 8. c-Ki t*r1 if ^^^^5 s *fc}ifMc-Ki 

•n^m^-tzm-ftK M^'wm^ikm: />»»itfcij:G i st-c^si*^! 

4 6 tagco^-feo 

4 9. & <D f^Jle^r ifet? feoT N 
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5 1 . It^tll4 OfB^(D c — K i t 3r1-~1im^M(DMm^±.^l0)m&, c 
-Kit ^^»J^g?i.b-CV^^/t{±^M®c -K i t dr^— 

5 2. c-Ki t =3f^ £ SrifiSHHWt" 5 x ft(lfMc-Ki t ^r^— 

^^Bm^^^^^i-^tnl^iJ^^^t^fc^tT). |f*il4 OfBUfetZ) c -K i t 

5 3. c-Ki t^i if ^mmmm-f- % ^ ffcttl^Sc-Ki tdr-^— 

if mtss^^ 'bymmmim, g i s 

t s m%mm. ram, ^mmm^m^t-^mmxh^m^m 

5 4. -c-Ki t *c-r— if Srilfll^mt-S. ^/cfi^^^c-Ki t dp-*^— 
-tfSrBSM" ^t4#Mf4&Mt, /h«fflJ^Jft&£fcttG I S T t? 3 fit 

5 215*0^0 

4 OfS«(^ c - K i t ^ ifIJg.^)JCD^ c 
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